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(54) COMPOSITION FOR TREATING OCULAR DISEASE, CONTAINING HUMAN INTEGRIN BINDING PROTEIN 
OR PEPTIDE AS EFFECTIVE COMPONENT 

(57) Abstract: 

PURPOSE: A therapeutic agent composition for treatment of ocular disease, containing saxatilin or human 
integrin binding protein having a similar sequence to the same as an effective ingredient and carriers is 
provided. The composition is effective in treatment of ocular disease such as diabetic retinopathy, age- 
related macular degeneration, retinopathy of prematurity, disease associated with angiogenesis such as 
angiogenesis-induced glaucoma, angiogenesis-induced corneal disease, etc. CONSTITUTION: The 
pharmaceutical composition for treatment of ocular disease associated with angiogenesis contains: 
saxatilin or human integrin binding protein having a similar sequence to the same; and furthermore carriers 
for suitable transmitting the drug. The carriers contain polyethylene glycol, dextran and a surfactant as a 
main component. The effective amount of the composition is in the range of 1 microgram to lOmg per kg 
body weight In the case of vascular injection, Ing to 1mg per eyeball in the case of ocular injection, and 
Ing to 1mg per 1ml eye drop in the case of an eye drop. 
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(12) ^7lI^^^a-(A) 

(51) , Int. C1.7 (11)^7T1^J: ^2003-0080735 

A61K 38/17 (43) '§'7^^ 2003idl0€l7^ 

(21) 10-2002-0019519 

(22) #€<a4 2002\a04€l0'a 

(7i)#€y ^>^i?i^4is]A} 

^i^^l-^l 131 34-^4^^ 205s: 

Tfl A] Ai ^£^}2^ ^ \^ o>3|-Hl 13^309i 

-i-^l^l -§-^>^ sfl^l ?>*>3^H106^2042 

^ 71 £^ 1^ A] ^=^^1^ ^3 6 <=^tx] P}^ ^ ^^>Bl-B2 1 2-1005 
(74)tflel'y <^]^^ 

(54) ^BflzLfl 'S^'^l^^ ^^^^St^ ^V^^ ^IS-g- 



A 'it 

^^^^ ^lS.-§- ^tb ^<^]4. ^ ^^^-Hl^i Hl-Sl- Al-A}EBq^ ^3^AJ^^^ t^t>3l 

i*!- atSl-^ ^V^«: ^IS^l^ 7ll#^}^, ^Efl^l S14^ ^^oi| o]^^^ ^l^^-i: ^^«H al-g--^! 

^711 S'^^i Tfl ^ISt ^ SX^ ?>^« ^m^lS. ^-§-^711 A>-g-^ 4^ Slcf. 

H3a 
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£ 2afe ^^Al-i3r<f^ 'S-B^^S'^ll ^A}H^S] 7li ^StSCO, 12.5, 25, lOOug/ml) ^e|«r ^ 

E 2bfe 'a^H°J^S Pj-^^^llS.'^l ^^-i- ^9lo}7] ^sfl ^£1S.(0, 12.5, 25, 50, lOOug/ml) 

^ i3lj:;^lo{| lactate dehydrogenase ii* 2:4 rLEfl^ol^. 

£ 3a^ s-a-^iidi^ejCTB^) ^ =§^1- ^Vi^-g-^s ^^^^ ^^tfl:^ A) 
£ 3bfe al*g-tVii^e)(75%) ^ t>i^^iA^ "o'-st ^^Sl^i: ^^M^lfe ^«-£^<HlAi ^aVb^-H] ^ 

^ 4^ l^<o^S<Hl <s^A]>hf ^ HUVEC ^s(<a^H<9=^ila) ^^^^4 ai^^^ ^^^^M 44s?l, 

7^3t^ ^^4S5i^ O.lmg/ml^ ^ ^S<^1 ^B^t^ ^ ^^^^l "g^V^ ^1^11^1^41: ^^^^ 

51 5^ m^^^3<^l ^^Al^ufl^S HUVEC ^lS(^a^>«rc?^l5) ^^^4 -^l^^^i^ «l-§-sl-o^ «r>ol 



^ ^^1^^ ^'fls^^ ii^ioj^^]^^^ ^e^^gE^oj^t ^j^A^^o.^ 'LV^^ ^^W] 

^ Si^ "^^l-^^ -^^^ ^t^^^ 91^% ^^ic}. c]^ ^j-^il^Tll^ Arg"G! 

y-Asp (RGD) 4'^* ^^4^1 Sl^ rl^^?!!^^ 7))<a ^^^^S. VEGF(vascular endothelial growth factor) ^ b 
FGFCbasic fibroblast growth factor)?14i ^«fl l^^flsl^ilis] /^l^eVc,!] e^]]§>7l] s]^ 44^ ^^11^^ 

Q vP 5 ^ a 3^ l-s^J4^ 4^1^ 7*^^4711 ^^tfl^^^^ 4^31- 4^4^1 ^^«114<^1 4 

4^Jl^^<§^^(Angiogenesis)Tr 7]^$] p] f^^S-^E-] sprout*] ^Pj^lJl, o] sprouL<^l 1^^]4^^ ^fl^-^ i^ill 
3^oj AgA^s)i^ ^^m^. o] ^J^fli^i 1^4^ 44, 4-?S] A^^. ^Ai, ZL^Jl Aj-^1 

^l-n-*-! i^Dt- ^^4^y 4^^'^14(Gunther G. e/a/., Oncology 5A- 177-184(1997)). S ^^^^ i:flS2l-^S. 

4^J14 ^3^^^: ^«.t4-& 4^°1^14 4^<§1^<^1 4^ ^?14 4^14 Si^^^ 4^1 ^#4?11 44-^=^ 4i£^^ 
<^4^4 4di ^s-fl^i 4^351^ 242^?} #^^^14. 4<^l^i^ 4^M4* ^^14^^^^ ^Iss] o^h ^js^l jl 
4* 1- ^ ^A4 *7>^44. 4*i 4^314^3^J*1 hI^^^^^aj^ ^^im^ ^J4^-i^l ^1 

=1^1 *4'^ 4^351^ 4^314 4^)4 ^^4^1 ^4- ^ tflS^l^ 4^314 4^ 4^44 

^4El.^l^^ 44<§, 44, 4^4 ^4* ■^°]4. 4^S«4^: ^4^4 ^1^4 4^4 

4. 

4^^1^i^ 4^Jt47l4'^l ^^fl(turn-off)s)<H4 44 1:^4 4:£(Signal)5_ 4511 4^M47l4^1 t^JSKt 
urn-on)iil4 ^44 4^4# 'U^'^]^ *lfe ^4^^ 4^^^ ^A44'^l 44(Lois E. H. et aL , Nat Med. 5:1390- 
1395(1999)). tflS3^ 4^J144^ 4^4=^1^ 44«fl ^4':'1 ^^^^fe 4^44^ ^(Diabetic retinopathy), 
4 44^(Retinopathy of prematurity), ^-^44^1 14'^1 ^^^^fe 4^44 44^^4Age-related macular dege 
neration)<^l 44(Amal A. E. et al. , Retina ll:244-249(1991);Constantin J. P. et al Ophthalmology 9T.U29 
-1333(1990); Jin-Hong C. et a! ., Current opinion in Ophthalmology 12:242-249(2001);Peter A. C., J of Cell 
u/arPWo/o^r 184:301-310(2000)). ^^fl 444^1 tflfl^l^Hj^ ^6]?.^ 4#-g-:ii#, 
3L 4^4^1^(Visudyne)7> 44(Edwin E. B. eta!.. Ophthalmology ^^-.IQl-lQl {19^1)). ^]^*^ ^1^^^ 
^^oi) ^4 ^}s.^, ^4 ^is ^4 43] 7^44:^1^1 H^^zi XI4. ^#<^1 ^4 ^IS-^ 44*°ll7ll ^ 
44<^ ^1#4 ^ §14^r ^ 44^1 S14 ^ 4^4 4^^ a4 ^ h]4<^1 ^=14 43^^, 44'^! 

34. 4 ^ Si^ ^44^ 47}ir 414 ^]a4'^l Sife 4^fli4 §4 44«<^1 <^l€-4. "Jl^i^^ 
^^'^'^l 445l4^i 44*^ #71-4:11 Sl^^. ^jitt ^i^^fl yfl^^ Ai^tb ^^J^14. 444 4^ 

4^314 cj]4 444 ^l^^l 7HH <^]f-<^^l^ Sl^i, 7fl4 444 ^l^^llfe i^tfl^c^lS:^. m 
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MP ^^1^1, 'ifl^-^^^-^J (angiogenic) ^^^1" ?1?H ^M]^^] tfl-^^olrq-Ueremy G. et si ., Am J Pathology IS 
0:1097-1103(2002)). ^ ^^-^^i^ 7]^^ 7fl^ ^^I ^^4^} 4€- ^•%-7]^^S. 4-§-*H ^^St«r ^-M^^] a 
H-Bl-iflfe rl>.^lu1]a5l(Disintegrin)^: <^1-8-4<^ ^S"^ ^ ^-^^^^ ^^1&>^ Afl^^ ^1 

?l(integrin) aflTgejf- n^-g-^^l^^l A'7-^[4(Brian P. Eliceiri, Circ Res . 89:1104-11 

10(2001)). ^^m^ ^^A^ l^^fli ^ItflziBl^l a 3 a vp S-^l s^tF 27}A :%^7\ ^A^}"^ ^A^^ ii^ ^1 
3L SitzKLin L. a/., Exp. Eye Res . 70:537-546(2000)). ^] ¥ ^1^11^?!^ ^Jj^^^c^^^^ (angiogenic) 

bFGF ^ VEGF<H1 Sl«H ^^^^ Sl^ ^A?l ^ o.^ ^^S^^ Quoquan 

Gao eta/., FEES Lett. 489:270-276(2001); Joan W. Millers et al OpA^Asy/no/o^y 100:9-14(1993);Napoleo 
ne Ferrara, Curr Opin Biotech. 11:617-624(2000); Martin Friedlander et al ., Proc. natl. Acad. Sci. 93:9764- 
9769(1996)). ^^t^j o.^ ^^^<'^^^:l^^ bFGF<^] ^^5]^ a 3 o] 7^v^*l ^^>^)l(antagonist)£ 

^ ^^i^i ««^^S^e^ -^efl^ *B]^E^'^l:E^<>lT^(Sung-Yu H. et al 

Thrombosis Res. , 105:79-86(2002)). tfl^^S] 1=1^^1 EflzLHi^ Jil «.2^ itL^fflsl =^El iElio] Arg-Gly-Asp(RGD 
) at Lys-Gly-Asp(KGD) ^^'^^ ^%o}jL ^ji^ <^=^d\] ^tj-^, RGD ^-Tl* ^t*}^ c^^'JlEflrt^l^ ^1 
^71- ECM-^ ^^^^ ig-^^l-t-^S.'S^I ^11^^ l^ol A^/^s]fe ^ o.^ .^j-s^^ a4(Victor I. R. a 

nd Michael S. G. Prostate 39:108-118(1999);Yohei M. et al ., J of Biological cAem/sfrr 276:31959-31968(20 
01)). 

fe<:^)^ife VEGF<^1 %^^^S.7} ci iLHSlJL Slfe «K ^ ^^^4*^ -^^1 

S RGD ^-1^* afl-*>fe t^i<?lEfl^^ol bFGF7> 4\1 VEGF71- ^<:>^5l-^ ?}^^ <5^:^ilt ^ Si^^l 

oil '^fltt ^^tb 

Ai)7v A^sitH m. 

<:>loD ^>A>E^^ <^l-i-*M ^a31^<^1 ^ift ^is^fli- /fl^^^UAl- <?i^*v ^4, ^uys^':'! V 

EGF7> ^ ^<JJo] ^t-^^fl ^^St^^S^J^r 51^1^AS«1 o>^^ ^IS^l ^^1*>^JL, ^>A}H?1^: ^1 

^^7> §51711 ^ffe ^^<L>^^ ^^11^ ^ll^fl ^ ajiHft, <k^^°J, afe ^5^^1^3llA^^o^ ^ 
Aj-H|^ n>^0^ ov^q ^^V-- ;^4V^V ^J!]-, ^^^^o] ^O.^A-1, a3Zfxlol:Jl :.>a1 ^1 A^^^A '^A 



^'i^l <:>l-f-Ji;<f S}-^ 71 #^ 3M1 



^71 tv ^^i-t €^j*>7i ^-si--^ ^ ^^^^ ^4H?i sfe Ola} 7>^ y^r ^fiiinsi ^fliii-i- ^ 

i-^^^^^ *>fe ?]:^^ ^IS-i- S^ji* ^1^^4. 

Zfn>^:§., AIAJ^I^AJ ^^11^^ ^^\X^, 

a ^ ^^^^ S^jl:^ #el<Hlt^rt5l#, til^He^r ^ :^l'a%^^^11«- ^^^^ AS s>ir ^^1-^^* ^^^>-g- 

^ 3:A^^sl ^S^^^ ^-f '^^^ ^^711 Kg^ lug ~ lOmg'^U, ^l^^A}?] ^-f 

4t ^t'^S- Ing - lmg<^H, ^ti^^]"?! ^-T- ^^>^-^ Iml^ Ing ~ 10mg<?l ^^'AS. ^4. 
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^^f-^^ ^^^^ ^^^ol-St^, oj^i 3l-g-Sl-7j ^^i}: a^^l- ^^^^ <^>^^fl ^c^Al Afls-g: 

ble hydrogel)* ^>^ifl<^l^i ^^^J^M, J:42^-^^ 4^>^^* ^^s>jl ^I'S^^l^lP^ 4 
;?>7> ^ ^a^^l^l ^A«S«1 ?>^^iA^ ^<^] Si ^ ^±^]^ ^<^7} 7} 

^*>4fe ^fe4. ^ '='1-S-* ^ wl^i^^^'Jl ^^^l^-^l -S-s^ ^, 

^^H 1: 'Jl^^^^^l'^l^i bFGF^l ^5)1 -^ss ^1-4^^4 ^^Jt^ '^^fl i4 

bFGF-^ m ?lBfl^^?l a vP 3<^1 4^^7m(ECM)4 ^^'■s]^ 

?oif-AS.*?| ^;*ils>fe ^AS. ^^^^ Sit)-. ^M^^^T-^H^-^ ^tb ?]:^<=11>>i l^ifl^i^-ll^^ ^J^J ^^sll 

2AH>7l ^t}c^ 7>H z^^i-<^ n>o]HS.IL?a# ^>#<^ bFGF7l- 250ng<il ^^"^^y^ -fr 

ifl^^^lS^ ^^S-^ S4^AS. :^?l£l^4. {%^: £ 1) 

# ^31^1 1^4 p>^7MS bFGF7l- a 3 -JlEfln^^ -B-£A]?l3l ^i-a}h^o] o]^ m.^^^^^o_^ ^t^^ oi 
4. ^l-S-^lAl A^-A>E^oi] sit!: z}-^*^4 ^^-^^ ^%^4^1 &^5M. 

^Alafl 2 : -i^l-Brcf^ ^J-4-^ii>H ^^H^Sl 7)^^^7jA> 

•il-^t ^^■il^?ll4 ^^'='14. '3-Bl-2:2]'^lfe AlAi:^(optic nerve)4 ^?>^^^(interneuron), -il^^Cre 
tinal ganglion cell), ^ wj^J-n-^laCphotoreceptor)*'^! ^ll- Afl^^ u])^ °J^i-§}o^ 4^°11S -Ml^ 

44^^^H ^ft ^11^ 4^'^14. <^]# ^^*>7l 2<a^E)fe iCR4^i:4 "LV^s^eI '^^^s] 

S>B?|<JJ=^ Alsjs^tj^ ^A}E5i :^£^s(0, 12.5, 25, 50, 100 ug/ml) ^e^^M LDH assay4 Hoechst-PI <§-il|^AS 
^1^^^* 2:4*>^4. S 2a, 2b) 

=L :i4 cfls^^ii «l2si)A^ ^£0)1 4^ -i|-A>B^4 ^^^^7]^ n^-^ 4'?1*>^4. 44-^1 

-^aH] 3 : ^<a- <^l-§-^> '^j-^ifl ^-^M^ p]-fiS.l<i|)Al 4T-A>e^cj aI^j^^aJ^ ?;\^ 

m ■y^^-y ^^^4 ifl ^^51^ ^S^i€: 9l^&\ '^1^4 '3-4f'4 '3-it'g-4f'4 "^f^* iL<a4. 

#^<!ia7lofl Ji'5i^^^(75%)°11 ic.#Al?l P>^>.1- 4a1 ^]:rh^^(20%)^^^i^Al5'l^ <d^l* 
^ AS €4» <=l-§-«H €^^1-^4. 4«M ^i^-?^* ^ 51^ ^>^1°114 Efl'H^i-^ 7 

«^ «-o]i 75% -a-4«>fe oi^tvii s^<^>^i 5<a ^ ig-^i^v ^ -tv^^^^i 20% -l^^^^hia-i 5°^^ 4 

4 '3-41t4. <^H 5«^^ *>^i 4-4B^# 4^^ Kg^ O.OOl. 0.01, 0.1, 1 mg ^ ^^MS. ^^s}^ 44 
HE^o] ..j-nvifl 4t4^4. ^#SV4 4sfl4 ^344^4^ imH 2X10 e ^7>^4 FIT 

C-^^sS# 50mg ^-a 4^^# ^°J45^4. ^"^^ ^^fe 4s. 4^^4 -Jl^l- 4#4S4. m^J: 
^S44'§t"^ ^1^ ^ 4% paraformaldehydes 44^6))^^ 244^ -^t!: 3.^^ ^, <^^S.^^ ;5)l7^ 
^JL '3j-4^ ^=i-4 *4<^14 4i ^^4?() ^ ^ ^e1>Hl^-^4^AS. ^^^44 ^^114^* °l-g-4'^ ^S4S4. 
i%3^: S. 3a) 

ZL ;a4 i^-a:^ 44 ^ ^35]4<i^^ 44§ 4^is] °j-44 ^^-^ofl ^t}n ^^m^<^] f ^J44 Sl^ ^-i- 
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O.Olmg/Kg ^^}^^^ S^l^ife JLsf^^^ Ai^Jl^o] ;^isTls]^q-. AiA^t^ e^^i oj.;y. 

^ oj^^^V ^4fe o] ^Vdi^-a- VEGF7|- -^tSlol ^^Sl^* ''i^^^^^ ^ 

7l$Sl ^i-4S?l<^l VEGF^H S]n ^^^S]^ ^Itfln^ a vp 5£] llj-^l^^i 3^-§-3>ii Si^^- ^ 

Si 3b). <^1^* ^^A>Hei^l ^J^>t?^oll -^^j^* '^l^l^l ^^^4^ ^>^j ^]-^^^^ ^J^J-t^^l ^<^^>-ir 

lV4-t ^^lA^ nfl^ ^^#4- ^-^31^ m a^^Hl <^l2i ^^^o>l^^ ^HH^^^ ^-g-^ 

Al-A}EBJ31- -^A>*> Ai<i^ 7}^]ir 4^ ^t'S)^*! ^^4S^4 al^tV 7l^^ <to>ti7l^tfl 4-1-4 

^^4^214 4-a4^1^ ^#*}^ #5LAi^ ^^A>EBa4 -f^A}*> Ai^^ ^1^44. '^li 

^^Al^^at^^ 7l]^V5^c,^^ HUVEC #^^4 4^^51r <^1-§-§H ^^4Hsi n^JL 

^ ^Uj-e^o] ^Pl-q- l^^^li^l A^^vo. av^a], ^t-a>e^^ ^fl^^ ^t-a^e^^ HUVEC -^1 

4 0.1mg/ml4 ^14t^ ^, 48^1?]:^?> «rM^4. «r<J*^ ^^^44^1 31 4^^^* 

^^^>^4. ^ ^4 37B4 4^^^1::i^?l #4B^. :*T1^^ 4|-4H^ £^ aj-i:^ 1^4 ^ 
445!4.(%s:£S 4) 444 ^] 14fe 44^21 a&^> 444 44 -B-4^> 4\a l^^-^M ^^1 

t}-4fe ^-i- i'=^§4. 

^^]<^ 5 : 4S.^ 4#^#-S- ^r€:^l* f-^ 44HS4 ^^t^^S ^*T1 

44H^-& #sl^Bl-oi-^sAi ^ f-4^* 7MTi^ ^l^i A}-g-§>3|a^ o>^sal ^^Ji ^'3-^4 
Hi:H4 ^-S-44. *«fl 44^^^ 4?^ 3^4 *44fe 4K 44^^! £4444-^1^ 4 el ^-^l SI 

4. ^^Ji ^44^^ 4^4 ^4-§-* 44 4 7}^^joi ai:^. v^^x-] ^jr^ui^ a]^^ 

4^ ^444 lit4^1 A^4Si4. 442^4 ^4 4^^ 44^^ ^^''ll -i-7)-^4As ^ 

4^ ^4^4 4#4^ 4fe ^447^ lii4S4. ^4^1 47^14 4^?l^°l 4^44 ^4^11-^ 
4i^4 4^4^^^1 Si^4 44. 4^4"^ ^ 4^ ^44^ ^44 ^5^44 *el4^^1 7}4 ^-144^ 

4. #51 4-i-5:44 44 44 4^ :24H^i:# 7^^ 1# 1-4 "t ^ Sl^4 ^Hi n^e} tq.^ 4#4-^#i: 
7I-42.5. €- 44^1 44. 44H4* ^3444 #s-l'114 4<^1hs1^1 s.^^]^ s444 14^44 

4^1fe ^44^4. 1^444 44 44Al.i'^3^S 7r^4^^^ HUVEC 4^(^^4444^) ^^^A^} 4^ 
Efl-i- o]-g-§>o^ §|-oliisl4 s.^^ 44B401 4#4<^ t44s4 ^i«114fe4 4€4^4. 4844 4i 
Hj-^^ ^ 01^ 2^0^ s>olT=5.4 ImHl Img4 44S4# ^f-4°l 4^44^ 400ul(244 S2J44-^7l) 
o]] 40ui^ v#44. ^^^1^ ^^1^4 4i°ll lng/mi4 444 bFGFS 444^, 7244 ^4 4 444 4-§-, 
4i* B^4AS 44^444^ 4St^» ^^4^4. ^ 44 42?^ bFGF4 44^^ 4S^4°1 24^14 ^ 
7>4S^4, 44^4*1 *44 4<^|Ha€i4fe *4<^1 44Si4(4a: £ 5). 444 «1 44^ 4^1^1^144 
44H44 44* 4^ SI^ 4#4 4 ^^44:2 Ji^ 4fe 4<^14. €4 44^44 44 4* 4##£ 
o. tV^a^A^ .g-ioil ij}-^^ 4444 4-§-t 4- $i4. Hl^> ^ 4^<a4 ^Efls 

^-^4^ 7}W^s Aj.^^ ^4is-si]^4 *i{it:^s4 4:^ ^4^m4 S# ^ Si 
4. 



^^^4 :£4 

^ 44^ 7ie 444 ^#^4 4^14 44t4 44 444* 4s4^4'^l 4s. 4#* 1-4 4^4 ^1^^^ 
4^14^ ai4. 444 ^#i^r Hl-g- 4iA4 44i4 ^44 ^ 4^1» 4^a4, 4 44^ 441 
4 44 4444^m4 sl?!^^^ 4^<^14, 4^^^ 44°1 7V^44. 44^44 444 4444 ^4 4^^^ 4^ 
4 44144 4^^^! ^4^]^ 4444^ 4444 4^114^ 44i 44 '^^i: 4^14 &^^4. ^4 

#44?!144 ^^4144 44* £-S-a^4 4^4 44* 44444 Si^ 444 444 ^ 44# 
i44. 44 4414* ^4444 nl^^o> nj-nv-oiii^ ^J^^ ^ ^4. ^^a^ ^u^e^oi pi^o^ p^^j^f^ 
^4^44 7>4^ fe4. ^4 4ii44^'^14 :^444444^4 4444 44* Ji'^H 4714 
A*>4. 44A^ ^ t^#4 5t^4^ll4 4tb 41-4^444 4^^^ s^-fr 4a4 al4 ^144 «44 ^^4 ^ 
-§-i|ai -g-4^J<^l iL44 ^$iii4 4^.4 4<g^ ^41^5^4. a*v ^ ^^^^ 
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^1^^ ^l^i 7H1- ^^oH SL^^]!} 3L#^^<HlAli 



(57) ^^^21 "l^^l 

^ ^^^^ ^^1-. 

2. 

^7la] ^V^ift^ i^tl^^^v^^J^, i^l^<^>'S-^^, ^^31^-^ ^^'S-. -a^S*^ 

-^J ^^a^S. ^1^^ S^^4. 

1 Si'^^i 

tl^ ^^i^S «>fe '?>^«: ^la^ 

^ 1 Si<H^i. 

^1- if-^>^ ^# s}-^ ?]r^^ ^U-g- ^«^^ 

^7]s] ^^^o] -^a^^ Kg^i- lug ~ lOmg^ ^^1^3. ^V^«: ^l^-§- 

7. 

>5,>7ls1 s^^l-^ -^SL^^ ^^^y ^-^ 'S^^ ^"il^-^ Iml^ Ing - 10mg?l ^^i^S. §>fe ^ 
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